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Abstract of JP 10273447 (A) 



PROBLEM TO 3E SOLVED: To obtain the subject microsphere useful for prevention and treatment for prostatic cancer and 
endometriosis by mixing uncles emulsifying a biologically active peptide except pamoic acid sail or its salt with pamoic add by 
a polymer decomposable In vitro. SOLUTION: The objective microsphere having particle size of about 0.0 1-1 0 Smu m is 
obtained by mixing under emulsifying the solution containing about 1- 25 wt.% of a polymer decomposable in vivo (e.g. an 
Saipha -hvdroxycarboxvlio acid polymer, containing lactic acid/qlycolic acid in the construction oroporbon of 100/0-40/60 
molecular weight of preferably 3,000-1 .000.000} and about i~25 wt.% of a physiologically 
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active peptide (LH-RH 



removal of the solvent by i 



t and antagonist; except pamoic ado salt or its salt, In an 
i about 0.05-5 wt.% of pamoic acid or its alkali metal salt ;n 
5 of drvina method in water and further bv 




Last updated; 12,10.2011 Worldwide Database -j.7,23.2; 93p 



://worldwide.espacenet.com/publicationDetails/biblio?^ 1 1/8/201 1 



09) H#!i#fFjf (jp) 02) Q ||g ^ |^ & $g (a) (nmwmm&mm^ 

#IIS¥10-273447 

(43)^180 ¥^10^(1998)10^13 0 



(51) IntCl. 6 
A 6 1 K 38/00 
9/52 
38/22 
38/28 
38/23 



AEE 

ADU 
ACV 
ACL 



F I 

A 6 IK 37/02 AEE 
9/52 A 
47/46 

37/24 ADU 
37/26 ACV 

mmt m^moms ol 19 m) m&K\zm< 





#SH¥10- 14698 


(71)miPA 


000002934 










(2Z) H\MB 


sp^lOip (1998) 1^28 B 




*Kjfr*i&m^i22i#Ei>TraTa i # i 






(72) ^M* 


m# ^ 




#^¥9- 15203 




^»^«Tfr-r eiti7#i- 


(32)£5teB 


¥9 (1997) 1 £290 




509-^ 


(33)S5fctfc£SB 


B* (J P) 


(72)5!M# 


AEB SR 








*Rj&»Erfr:£jm5 rei.#3# mm 














(72) 


mm m 








j£mm&mjm&m 2 r a 2 #45^ sea 








tf;V3F 






(74) «a A 


#3!± JS* W2^) 











(54) mmozm &i&&w?axyjT, *<Dmmm&£zf}Q& 



(57) 

4*feRttv>f TtOSjgffi. SffiftO . 01- 



(2) 



fflPP 10-273447 



[»ftlfif<C0*EHl] 

[11*111 3 &mii^ri~V£fzl±^<7)& (fcrtfU 
[«*II2 ] ^*rt4MW^Uv-^*IBffiW»«Etf'T' 

mm. 

[ft*3l4 ] f*4fcI4*tf»a (fcrtfU 

[ 11*11 5 ] U V- *5 i fcli 

i Enows^. 

[ if *ir 6 ] mm^m^^nmmTn $ mm 2 - 

So 

-^2 5 «M%T"£> Sit *if 2 — 5 te^-rftj&»fc£»tf> 
MitSo 

[ansa 9 ] »6*M>0>£ttrt4MMfef?y v-waaa* 

1 — **» 2 5 M%T-& S If *31 2 ~ 5 1 »W(c|E 

!S<«iiSo 

[fi*H 1 0] ^■Smtpcos^MttzlZZni&comg.tf 

mo . 0 5—^}5MM%T$>^>m^m2—5i l z^~rti^ 

it^cot&co* ? y-Mm%x-fo&mt<M 2 1 tut 4 sit 
«sits„ 

[ff*3ll 2] ^Ki;fcli*co«co^e>5^Jfctf, 
*iM=*f LT«3 2-^90 S fl*3f 4 t&tt^ 

S*fct4p K a 4 . 0 JJLLfiOUffifc <7>&T£>6lf*3l 1 

letstosmSo 

L%h (B»HI**T*^^ KT"#> 5 1I*H i leteco 



[lf*ill 5] ifeSBStt^rf-l***, ^Ki3M£7FM 
[ ft *II 1 6 ] ^avStt^T^- M«LH-RHT 3' -X 

h T"$> & «*ii i amcomm.m, 
[ f f *"S i 7 ] ^avgtt^r f - FtfLH-RHry* =f 
h -r-fe £» *3S i tearless . 

[ 11*31 1 8 3 ^aiStt-^T f - H #* 5 -oxo- P ro - H i s 
-Trp- Ser-Tyr- D Leu- Leu- Arg- Pro-NH-C 
2 H 5 4 fcli-tofiT**!!*^ 1 taKwSjtS. 

[11*1 1 9 3 ^aiStt^Tf - r-'#' 5-oxo- Pro- His 
-Trp- Ser-Tyr- D Leu- Leu- Arg- Pro-NH-C 

[ 11*31 2 0 ] £flsfl4M»tttf 'J V- *J a - 1 H ^ 

[fi*]i2 i ] a-t ^^^^ymm^mim 

- y U 2> If *3t 2 0 IBffi^MitS. 

[11*112 2 ] fLK^^'y^-^Kt^ffl^Jrt^'l 0 0 
/0-4 0/6 0 (±)V%) •C^S»*J12 lEffcOfSJt 

S. 

[ff*fl 2 3 ] a^c7)Mi^^i^'3 ,00 0- 

1 0 0,00 0Tfc4IB*Jl2 oiaa^Sits. 

[ If *Jl 2 4 3 ±#c^I^»tt*.° U V-**tK 'J ILKT-fc 5 

[M**2 5 ] ^uag^fiar^^M** 10,00 

0-6 0,000 T&£fl*Ji2 4Ea^M^S. 
[11*312 6 ] W^y^oo^^ytft ^.11*31 

2 - 5 ^'tL*HciettcoM3tS . 

[11*312 7 ] iaffitt^T^ W^Bteffifc j&£L 

[11*312 8 ] ^avStt^T^K^V^KfcJ^^ffML 
D , ^Jft'ft^-f ?nX7^ 7^"41gtt^7f H , 

7 ^ TT* 4ift*3B 1 IBIftoMiSS. 
[11*312 9 ] !f*if 1 iEtta«]l^dt&£*ttt*tt 

[11*313 0 3 mmo . 0 OjLtm^BfiHt 
[11*313 1 3 ±avStt^Tf-r-\ ^*K4fe(4-€-W« 

X7-f To 

[11*313 2 3 ^avStt^T^-K 1 ^(d}Lt3«I 



(3) 



fflPP 10-273447 



s stro . 8^;HiiT^ffl^x-#*t-i» ; t swat -r* 

3 ] iaiStt^T^ K 1 */H=*f LT^R 
2r**j0. 3-*&0. 7 ^;K7)ffl^T-irfi-ri> 11*113 2 

[«*H3 4 ] ^aSStt^T^ WpKa4. OiiLtCO 

KT'*l>lf*li2 9 — 3 2COV^-m*HClBtt<50»SfettV 

ft s £ s iastt-^r ^ h & tmm 2 

9—3 2 Wvf^Mctfii^fMScttv-'f fnxy j T. 

ff*S 2 9 - 3 2 CD V vftfutPfcri eiOt»7^ ? OX 
7 4 T„ 

[ M&S 3 7 ] ±avStt^7°^ KRH-RH7>-^3' 
r-T*M**#2 9-3 2<7>\^tlMztm<r>mfc 

[ m$3R 3 8 ] £.W£&r<'r* KRH-RH7 3 -X 
hT"fc-g.|f*lfl2 9-3 2cDlvf*x^fE*«f&#Ctt^ 

-f ?C?X7 ^7% 

[ If iRIf 3 9 ] ^SfStt^r ^ H J&* 5 -oxo- P ro - H i s 
- Trp— Ser-Tyr- D Leu- Leu- Arg- Pro-NH-C 

i\$.tz\t%<w§rzfohm$$%2 9— 3 2tfHWjn#*: 

[fi3<If4 0 ] 4iavStt^T^K^'5-oxo-Pro-His 
-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C 

2 h 6 ^bbsst* h mmt 2 9 - 3 2 v ^fL*H;ias 

c^f&Mttv-f ?oX7-f7, 
[3Wt3H4 1 ] ifWWMBtttf'J -b Kn^r^ 

^^#>^S^T*Sff*Jl2 9 £ 7t{i3 1 K»cDf£ 
MW7oX7^7„ 

[IW8H4 2 ] a - b Kn^So^WfyiiS^ffe&mi* 
- ^ 'J r? -/Utt^flrc* £ IH&J9 4 1 iatl<7)»Scttv 

^OX7^7. 

[it*«4 3i9jstb 3-jmbcommttf 1 0 0 

/ 0-4 0/6 0 T»SS»R3B4 2iaa<?5«SR 

^OX7 <■ 7*o 

[MM 4 4 ] S-^HccoSM 3 F%4HF-M* s 3 ,000 — 
1 0 0,000 Tfc£fit*S4 1 lEtt^Stttv-f ? n 
X7 4 7% 

[It*il4 5] *ftW4MWfc|fi;v-3&ixKU?Lirc»4 
11*112 9—3 2^v>-rtL^tcf2tlc 7 )t*Sc'ttv-f ^nx 

^ r„ 

[M*JI4 6 ] *° 'JW^liTWiy 10,00 

0-60, 0 0 0T*#>& ft * II 4 5 f EKcOf^MfeV -f ? 
OX7 4 7, 



2 9 — 3 2<OV^-^fl*»t;|B)KC0^KttV-f ?OX7 

To 

* fctt-e<75«0>W£tf*tt 0 . 1 2 5 S*%T"^ Sit 

*ii 2 9 — 3 2 «u^-f*i*»taBtt<oaafcttv ^0x7 

[ff*lS4 9 ] Mttv^DX7^ rt*J(t4**rt 
4W*tt# 'J v-^W^jWB 15-^8 5 SS%-CA 4» 
*II 2 9 — 3 2 cr>\ ^tU/HcfE^f&fettV -f?OX7 

4 T. 

[flMSf 5 0 ] f&ffitt"?^ ?OX7^ Tfc&ttSSA^ 
0.01 — ft) 1 0 ^ mc^)4i31vStt^7°-f - HW^igBO 
1 5 -*7 9 5 S W*JB 3 0 

M£~?--f ?CTX7 A To 

[11*15 1 ] tlSfi^Tf P* 5 5-oxo- Pro- His 
— Trp— Ser — Tyr— D Leu— Leu — Arg— Pro— NH-C 

(tsi^avge^T^Fco^M^Bi 5—^3 osm 
%T'S>€.ft*^2 9-3 2<o^^Yi*H=ieaw«afcttv 

^nX7 ■< To 

[f*#B5 2 ] §f*i]f 2 9-3 2cDlvf*ij&>fcfE*«f& 

[11*^5 3 ] aafflT75Sff*3l5 2ie«^#att» 

». 

[ff*l!5 4 ] ff*If 3 7 4fcl± 3 8l3t«0<fettttV>f 

■ immt mmumThumm 5 4 iBa^^tts 
«. 

[0001] 
[0002] 

[ t&m<7>nw ] ^sBStt^r*- k co^tt^ ^077 

TV^ 0 «^Hf, #W¥7-9 7 3 34^fgtCiiLH 

ffiawssfvr^*. #m^i - 1 2 1 2 2 2#eiv 

WiH 1 3-6662 5#fctt, -'^K. ^^-^K. X 
fTU y|g^^Wttc7)*^ttS?^ffl^-C^LfcL 

*<^8tffi3&ie«s*LT*j 0 , 25m g /i jar^e 



(4) 



fflPP 10-273447 



f3-6851 1 ^fcli, jKU V-»J£»ft;-£fe^ 

ivmmemmmaxitztuzx wbti&w fx 

fc, IS^M t t l *CW VX9i->W$$WX'fo%>^7 F U-f- 
& o #PB^ 5-2 2 1 85 5 -^&|g(C<i . 

r-f f z^m^Tj- f fcSE»ufc«. o/wifift 

n-CV^o S^fclli. WBHl t 6-34 0 54 3#^8fc 
Ji^^F/^'i; 3U F^E/ktb^'l 0 0 : 0—4 0 : 6 

o s 4HP*# io. ooo—200 ; ooo. 

1. 7 — 3. 0T&isK'J9^f-H<OvM»<y^^tf> 

WO 9 5/1 5 7 6 7^|gtC(i-fehnl/y ( c 

etrorelix) ( LH -RH7V ^ 3"— X F ) CO 
xyt;y|® (^BBS) 5 /x m— 2 0 0 

LH-RHm 3" -X F fflOSSil^lSKi . Z 
**rt#*tfcJ*U v-^A£it^MMO^ft£:^> 0 

iHWfcK 'J v-ft^Tt'^a-igtt^Tf - F <Df)»5:; ^ 

^RtJ J: V*#rt4M»tt>K U V-C9=#j&>£>j£4&fc i 
t^ftS^^WW^^Tii^ $HS£tiT v*Sr 

[0003] 

[0004] 

c mas' wsw- -a ] jja^ra&sfcjBSirt-* 

fzl±Z<VMt £±flcrt##ft;tf 'J -7--C?L-fb^-r 4 c\ 
1 1 i o T . ^avStt^T-^ F * ^-<7) 



^4ui?ge^r f - f ?v *eb?is * sBt-t 4 t i±m 

' t tzX 0 . 0 1 — ft 1 0 m 

SrMJt W**T^affitt^r^ F SIR 0 2^6 

4 -^rf - f cr>m^zt,i , ^a^tt^r-f f fc> t » 

[0005] -f^foh. *wmz. ( i ) £Mim^T 
tiztezcoTfr* v&m&k ^fm^nm^j ~?-x 

( 2 ) £.faftft»\t# U -7-«^««§^ 
*T"*a?gtt^T^ F £tzli%coT/V-% V-AJXS. ( fc^f 

( 3 ) 42a*si4^T^F^a^jg (/s/ju, A-ti 

^«r;i-^ 'JiltS^tiMC^iMLtl, 

s^*t-s£ts#mt^-sm ( i ) mmmcommm. 

(4 ) ^aatt^r^H4fci±-t«o« (tzfizL. 

Ufea, ?§«si^4t-i>«rts#istt-4is ( i ) ilia 
mowmm , ( 5 ) u ± w 

4 tz ti * T;>^ U ^m«#tii§SE}§^ t ia^tt^ 

AS ( 1 ) HiaacoSita. ( 6 ) jffiK£0Nt£&*4>«« 
ffiT'lf ?m ( 2 ) ( 5 ) JlwW^fcBMtoK 

igs, ( 7 ) s ^(zaasett^fT dm (6) mtmcom 
mm. ( s ) m£m*n&mm'<yi- wmsum 1 
-#t;2 5m.m%xhhm ( 2 > < 5 > jicov^^i 
jw=iea«wtft, ( 9 ) ®6«E«f»<o±flci'jiMiPttJKu 
v-coiijg^ 1 — mi 5msL%xfc&m ( 2 > 11— ^ 

( 5 ) mco^-TtiMzimnwmm. (ioi 



(5) 



fflPP 10-273447 



sS. (li) rt^wt&tttteyi&flffi&pj^m&tti 
( 4 ) iIKtJ^sei3;. (12) ^*»4fc(i*0)*«o 

mmcommaff. f a x v&toftftBtf 

U ^-<33tM8»^fc*f LT»2 -ft 9 0 »W%rS> 
5 3S ( 4 ) g£jttOK£&. (13) F 
4 t± * O&tfjffli&S 4 fcli p K a 4 . 0 liLh^§§» 

i^ig-e&ssfs ( i ) mmcommm. ( 1 4 ) 4a*s 

tt^T f - H 3&*. fc JftR UH* &»4S£ #t 
S^7fn*JjJ$ ( 1 ) JB3BttraS£&. (15)4 

2«SLh*^-4^r^HT*&* ( 1 ) ffifroKS 

[0 0 0 6] ( 1 6 ) 4a*S14^7°^F# ; LH-RHT 

rf-x F-c^ssfi ( 1 ) mmcom^m. (17)41 
( 1 ) mmcommm. < 1 s > 4a?£i4^r^F^5 

-oxo- Pro— His — Trp — Ser— Tyr — D Leu — Leu— 
Arg-Pro-NH-C 2 H 6 4fci4^cO&T#>£SS ( 1 ) 1MB 

tt^osita. (19) ^asse^r?- f & 5 -oxo- p ro 

— His — Trp— Ser — Tyr— D Leu— Leu — Arg— Pro 

-m-c 2 w,(ommt^vhhm ( 1 ) mmcommm. 

(20) tftMWn-^a-b I'DJfy*/!*' 

ym&^wx'hhm < 1 ) iiis»««3t&, ( 2 1 ) « 
isfax'fohm (20) mmcnm&m. (22) 

^ U n — OfflJ&JtA 1 100/0—40/60 ( ^ 

% ) Tt>&m ( 2 1 ) mmnwrnm. (23) 

3,000-100,000tfcli® 

(20) mmm^mmm. (24) 4#p<j#js?'i4*r «j -? 

-tfsKUWRTfciSf ( 1 ) (25) 
*° u ¥LK<?)M¥%^*^ 10,000 — 60,000 
Xfo&W. ( 2 4 ) iI!B«c7)Msi3L (26) tSW 
^'^OD^^y-r-feSIS ( 2 ) II— 3£ ( 5 ) ifO^-Tix 

*»tiB«<oiBtifc, (27) !&mmw+ Ftf^K 

fc 7FM U§& i£*tt*£ 1 WTT 4 ^affitfvr*- 
K-cft 0 , f*M4v-f ?ox7< raqaatt 0.01- 

Seffivf ^nX7 * TX'fo h % ( 1 ) HfBttwMjtffi. 

(28) ^aae^rf-Hj^^^KfciasjBfSLWifi 

fiv^nX7^ T^aMtt-^T^ F\ 4*F*1#S14 

* u -7-*3 i. w t tz t4 -€-*>fitf>H*fr> ^ am $ fi 

[0007] (29)11(1) lKIB««M3tffiT-«it^ 
ftffS&SC'liV-f ^PX7^7, (30)SffittO. 0 
1 —ft 1 0 xt m<D4avS'[4^.7° f - F <7V ^Kffifc i V4 



^?nX7-(7, (31) 4a*£tt-^7°f- F . 

stttv-Y ?ox7^7, (32) 4a*£tt^r-f F 1 * 

atzmmk-t&&M!.&~?j?ux-7 4T, (33)4 
avStt^-T^ f 1 *:/wc*f u^^ijeo . 3 -ft 

0 . 7^)\sCDM&Ttt-t?>m (32) IIIE»^»ffiCtt 
7/?nX7^7, (34) iavStt^T^ Fj6*p K a 
4 . 0 JSUi^HK fc iS * ffi? fi£ Lf# £ iSSIS * £ 5 4 
SJStt^Tf-KTfc** (29) Jl-ffi (32) 3f»V^ 

•f^hj&»tciea<otfeSfctt'?>f 7nx7<r, < 3 5 ) *a 

44avS'tt / <T^- KT»4Sf ( 2 9 ) 31-® ( 3 2 ) if 
cr>\ v$Vu&»fciE»9|felltttV-f ?OTs7^7- (36) 
4a?S14^T^- F ^» fc jgjjt U# S iSa 14 * ^ 
2lEtlJiWf-|>4avgtt^.Tf-FT-3!)Sm ( 2 9 ) Ifl- 
S(32) llW^-r^HclBtfc^Scttv^ ^nX7 ^ 
(37) 4avSt4^T^F^'LH-RHT>'^^'- 
X FT*SH ( 2 9 ) II— m (32) m^ ^tiMzM 

9 vi x y a t, (38) 4astt^rf- 

^TH-RH73 f -Xltl)Si (29) Jl— ® ( 3 

[0008] (39) 4avStt-^T^ F 3&* 5 -oxo- P ro 

— His — Trp — Ser — Tyr — D Leu — Leu — Arg — Pro 

-nh-c 2 h 5 s.iz\±%<nmKhh% (29) Ji— m ( 3 
2 ) m^^-rti-mzMmm^m^^ ?ox7^7, 

(40) 4a^Stt^.7°f - F ifi 5 -oxo- P ro — H i s — Trp 

— Ser-Tyr-D Leu-Leu-Arg-Pro-NH-C 2 H 5 <7) 

wwmx fo&m (29) ji-ii (32) m^-ftLMz 

im^m^ ^DX7^7, (41) 4#crt»)l?tt 

(29) H4fc(4ffi (31) JfiEK^mSMS-eW ^ ox 
7^T, (42) a - b F D^-/*/it;yii^>n 

»-^'j3-;H»a^r»4Jis (4i) «e»<off«R 
S7^nx7^7, (43) %imt-yv^—ivmt<o 
mmwi 00/0—40/60 (^>v%) -zhhw. (4 
2 ) mmwmm^ ^0x7^7. (44) s-^#: 

«Sa¥%^S^'3 ,000-lO0,000t$)SI 

(41) mm^WW&^tA 9UX7 IT. (45)4 
«q*!4M»tt!KU'r-A*sKU?L»T*&SS (29) ^-ffi 

(32) ^v^m^CEJKOfJtJfcttv-f ?nX7 >f 
T. (46) jK' Jf LBE^a*¥^^*36« 10, 000 

— 6 0, 0 0 0~Cfo&m (45) m?M<7M1fc'&r?4 7 
DX 7 -i 

[00 09 ] (47) mfct&.~?4 ;oX7 A TtCfctt-g. 

4ase^r f - f mm&im 1 5 — ft s 5 n%tfc s 

» ( 2 9 ) H-m (32) ^v^-m*»(cia««««tt 

7^70X7^7, (48) iSfi7-f^OX7^ Tfc 



(6) 



fflPP 10-273447 



m.%x-hhm (29) m-m 02) mco^-ttifrizm 
m<7>mm.~?4 ^0x7^7, (49) f&gtttv^ 7 a 

X7< T^^tt^^ft^Mtt^U-e-WiiJ^^ 1 5 
~Hft8 5SM%-C£>&f& (29) if— W, (32) rlw> 
m*H;iBWWf*ffitt-7-f ?n^7^7. ( 5 0 ) f£SC 

ev^nw^ rt^f-mis^o. 01- »io/( 

^7, (51) ili^tt^.7°^- F # 5 -oxo- P ro - H i s 
— Trp- Ser-Tyr-D Leu- Leu- Arg- Pro-NH-C 
zHs&tzlZ^crmX'fcK) , i»7^^PX7^7(:fc 
(tSl^fSStt^r^ KO#*JbW» 15-ft3 0ll 
%-C*4» (29) JH~-IS (32) if^vfixMclEt!! 
(7)»Jfe'l4-7-f ?OX7^7, ( 5 2 ) Sfl ( 2 9 ) 31— Si 

(32) m^->-ftLfiHzim<7)i&m&~?4 ?uxy j r 
z&^&im'Vkwmi (53) mm-z-fohWi < 5 
2 ) isiamcDf&fettKM, ( 5 4 ) m ( 3 7 > m& m± 

S(38) :ff2fl£«tfeJ&ttv-i' ?ox7 ^ 

f^Scttt^L tj«ttx ( 5 5 ) mirjm. miLmm±&. 
miM^j-m ■ immtmmnM-cfc&m ( 54 > m 
[0010] ^BfloMit&tfflv^tis^iSStt^r 

IK^Tf - KT**Uf V S t cot' i> i < . 0U tX s 
4h?A«B3 0 0 ~~#j4 0,000. #?4 L< Ji^S 

^4 0 0-^3 0,0 0 0. S6fc*4U<tt4h?*i&* 
i&5 0 0— W)2 0, 0 0 OT'&S^T^F&fc'^fflV^ 

P Ka4. OjJLh^HK (0L JSBL Wm.. *^BL 

^SiStf* 1 ~ 3 coimr^ y #/k#yi^ ) fc & 

£ ffM L d 4 i&KttK §r * L T V ^ Z b iffi A 1 1 > . W, 

^ajge^r f - f atsnrnt £ w-r & « 

o&m*). izm v tit ±ajstt*vr?- tarns 

[0011] aBStt^7f F^Sttt LTf»W&k 

/XJ2:!$|Eft:-c t> J; m . i ft s> a&mm^T f - F 

^SMtt^T^F t LTJi. ^ffM^/F^yfeai^/U 
(LH-RHi/iliifFlnf y J&ffJ*/!-^ V , 

Gh-rh t#;§^i-l)iitt>fc-S> 0 ) , jyxoy^ y 
vix7fy. yvFx^^yis** (01 y-ytx? 



; USP4.087.390, 4,093,574 , 4, 100, 117& ±1*4,25 
3,998) . ffcfelvF^y (GH) , jftfijfcjHE >-^m^ 
;k^E>- (GH-RH) . 7U77fy, IijXDWl 

(EPO) s UffSW^/k^y (ACTH) , AC 

ty(MSH), ¥ttHS*/^ yfeffi*;^ y ( ( P yr) g 

lu-His-ProNH 2 ; TRH) , ^(DMH IZ/imffc (#ffl 
BS50-1 2 1 2 7 3#4iMB, #^BS5 2- 1 1 646 
5^a v IS) . ^mm^)V=ey (TSH) . WfrffM 

fciv^v (lh) , WJfiWaw^v (fsh) , ^'y 
^"l^^-y. ysyTt^^>-^##: (M. f^t71y 
>) . ^-^i^F^y. 77;Fi/F— y. ■ffvij^iy, fix 
b ] Jy, -t?ui-y, wvwsy, ni/yxb 
dr-y. 7yy^fyyy, tMii7?i-yx t 
NiWtKhDfy (hcg) , xyt77'jy, 

X y ^ 7 r 'J ylflSft ( fIJ . USP4 , 277 , 394 . EP-31 56 

7) , iyF;i7^y, * n^7Y)Vy a y, Ay9—y 
^uy (Ms y?-7£ny- a , ^ , r ) , ^ 
-u-f^y -jy^-a^yi-i2#i) . ^ 

yy, mmmm^ (thf> . ki+«h^ (ft 

S) HXTSZamSfk (USP4, 229,438 ) . M«ig?Eia^ 
(TNF) . 3n--l^ST-(01J. CSF, GCS 
F, GMCSF, MCSFh tf'Jy, fWy/17-f 

y, ^'yKyy, — nryyy, -^dwa y, 7"^ 

^ (NGF ) , WtfMH^ (0L EGF, TGF — 
yS, PDGF, SH4FGF, fMftFGF) , WB&i&k 
(0L NT-3, NT-4, C NT F , GDNF, 

b d n f ) . xy F-fe v ymmm^-th^ri- vm 

tiXXf^COmifo (a%m#) (EP-436189, EP-457195, 
EP-496452 , ft PBT 3-94 692 , # ffiT 3 - 

130 2 9 9^M) . -< yxvyy]/-tT7— , Ay 

7ijy«filf (IGF)-l^W-, I G F — 
21/-fe77-, h7y77x'jyi/-fe77-, Ib7'- 

v;^SH^ L l^-fe7°^ — , n-fyyyf-( 'J^Tnf 

-fy (LDL) l^-fe7°^ — , 77n7r- £y'7,77^.y >>' 
P-feT^ — , GLUT-4 l^yx*'-?-, (R^ 

*;i/tyi/-t77-, y7°^-yy-t7°3 ? -<7)F*i : it'ft:Srlffl 

W~f"-5>^SttSrW^-§>MHC - I (major histocompatibi 
lity class I antigen complex) COa 1 Y-X-iy&^CO 
s^y°i- K ( 7ny- 7 1 ' y^'X • ^"7" • if' • ^y a 1~fU 
■ TAfi — ■ jT7" ■ t-lxyxx ■ ^"7" ■ X-XXI 
— (Proceedings of the National Academy of Science 
s of the United State of America) „ |^9 1^, 9086 
-9090S (1994*|0 ; 131^9 4®. 11692-11697H (1997 

¥) ) texvznmmfa (mmw) . ^h^tztiha 
yyy'^yvt mt? y y f coim^ &PWf$> 

[ooi2] &mm^y°i-wt&T#>hm^. mrn^ 
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£\ KttSttSfcftHHft <«L iSBL flfflL 



aStt^Tf-HttAWS*^^* (M. iim. Sttlffft 
tJ V ^TMSi: LTfflV > £>ix& 4iII*Stt^T f - F 

54. Wilf, Mifliyffi. MirMflE^ffi. ^BrtJBS, =? 

&& «t v wmzft l x lh-rh mmwa xv* 
ti, «i(f, Fy-FyyF ^-rx ghrh t-^ 

c??"X : yX TV H X^f^y 

(Treatment with GnRH analogs: Controversies and p 

erspecti ves ) O y y y ^7* U y y y if if)V—~T 
(W) (The Parthenon Publishing Group Ltd. ) Wtt 
1996^.] . 1fa¥3 - 5 0 3 1 6 5-*&flL 
- 1 0 1 6 9 5"§\ |5f 7 — 9 7 3 3 4-f-at^l»l8-2 5 

9 4 6 0 ^&#sr f 'tieas iiT v i h ^n- vmtmf 

[0013] LH-RHJgffif^ffl^fl^-S^aJStt^T 



C I a] 

X-D2Nal-D4ClPhe-D3Pal-Ser-A-B-Leu-C-Pro- 
DAlaNH 2 

C (^X(i:N(4H2-furoyl ) GlySfciiNAc 
£. AteNMeTyr. Tyr. Aph (Atz) . NMeAph 

(Atz) j&»6«f;H48HE*, BiiDLys (Nic) , D 
Cit. DLys (AzaglyNic). DLys (AzaglyFur) , Dh 
Arg (Et 2 ). DAph (Atz) . DhCi fyhW&tl&m 
CJiLys (Nisp) . Arg. hArg (Et 2 ) ir^ti 
^fl^rt ] Tm$il& ±3*Stt^7-f F i £ \t*(nm& 
mfhtLZ,* $4>t(4. *l»fF5, 580, 9 5 7-f- 

t h UmTm%-t& 1 b h „ LH-RHfftBffffi 
SttSMStt^rfh'^J: "3 iff* UvBttWi: LT 

«, m*.«4\ hr* (ib) 

5-oxo-Pro— His— Trp— Ser— Tyi — Y— Leu— Arg— Pro— Z 
CsS^ Y{4D Leu. D Ala. D Trp. D Ser (tB 
u) . D 2 Nal. DHis ( I mBzl ) frtzMHtl&JSM 
Sr. Z&NH-C 2 H 5 £fcy:Gly-NH 2 £^;ftefX^ 

tlh» ^fi. Y#*DLeuT\ Z^'NH-C 2 H b Z"fc 

[0014] ttz. V7ix^fyii#4ti^«s 
coMimtLXte. M^if. yny— r'^yy'x 

-ri/s~f)V 7*f i- ^"7 t-fxy^ (Proc. 
Natl. Acad. Sci.) USA, 93^, 12513-12518 K (19% 



DPhe-6ys-Tyr-DTrp-Lys-Cys 
— TiirNH 2 ^^BWl^SMSO.STO-^^&S^liEP 050 568 



*?t. -tfyKxy^y (usp4087390, 4093574, 410011 

7 , 4253998) ^^HtW. 

[0015] ^^nfc«fcjgjaL,#6«attas- 1 \m 

CT^ff . mr^-^ C I b ] ti$tlSLH-RH# 

fL^ 0 ^^Mfc«*JgjRL»4J!aHHI*2«EUi^rt- 
S4IStt^.7f Fc7)J; Dirt Lv^WcpJi: LT(4. 0f 
itf, «fi*<©-HR3C C I a) T^Sn^LH-RHSSt 



5 -oxo-Pro — His— Trp— Ser— Tyr — DLeu — Leu — Arg — Pr 

o-NH-c 2 H 5 *^i4-e«JS ifffttt) ifiws^h 

[0016] aWafflSfftfrffifflS^SBfr^-f: LT(4. 
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N(4H2-furoyl) Gly 

NAc 

D 2 Nal 

D4 CIPhe 

D 3 Pal 

NMeTyr 

Aph (Atz) 

NMeAph (Atz) 



D-3 - (2-^^^) 77«y«S 
D-3- (4-^007x^1/) T f7." >-5 

d-3- (3-t°y^;p) 
N-^f;i/fnyyiS 

n- cs'- o'-rsy-TH-r, 2\ 4 

N — C5'- (3'-7Sy-l'H-r 

, 2\ 4'-hyrvy^) ) 7x-/^7-y 



D Lys ( Nic) 
DC it 

D Lys ( AzaglyNic) 
D Lys ( AzaglyFur ) 
DhArg ( Et 2 ) 
DAph (Atz) 



2 ' 



DhCi 

Lys ( Nisp ) 
hArg (Et 2 ) 
D Ser (tBu) 
D H is ( ImBzl) 
[0 0 17] ^i7^/it:iL, 

IUPAC-IUB^Syygy- ^7'- 
5^/1^ ■ y — ^y^]y — ^~j2.T — (Commission on Bioc 
hemical Nomenclature) (3^oK7^ ■ S^-V^^P ■ 

■ AM^S^MJ- (Europian Journal of Bioc 
hemistry) mi 3 8S S 9 — 3 7M ( 1 984*) ) t,Z 

[0 0 18] *^Mffitfflt^^Sffi tt^ft 
W^tt^Uv-co^ftffilkLTtt. Miff. ear-hF 

. tKn^y^*>ii(R yy=r 

-y7y7^'J;^xxf/K ^U7S71 («. 
-r-^y^VP-L-^VP^ 5>B$^) . **vWy 



D- ( e-N- 

d- (rif^u^— 3^y-f;i^) Ui^vg 
d- {T^FFVi/jvy?—)}/) u^ya* 

D- (N,N'-yXf;|/) tf^ETVl^— ^ 
D-N- C 5 ' - ( 3'-7S/- 1 'H- 1 
, 4 , -bUry'U;P) ] y ^—)VT"7—yi 

d - ( o-t-^/k ) -b y >ss 
d- (7r-<y^) txf y>Si 

[0019] tft^HS^'JvHl Mt b<ii 
(A) ^Un— /HlkHR* 
[^2] 



R 
I 



[II] 



H0CHC00H 

§ti§t ^n^y^>St^I^ftfc ±t^' (B) 

^ ti h mm. 2&t>8 coum $>l< u-^mtco nv 

t7K y^/K ^fyy^/K sec-:7f\fK tert-3^ 
;K ^y^/K -fV^V^/K ^sf^y^K tert-^ 

1 -xf;i/7°nt°^, ^^5wK >f 
;K 1 , l-zsX+JVttfo^ 2, 2-^^y^. 
3,3-^ 2 -Xf7l^>/1^ tiifimf 

h\ x^;k 7 o nt°;i/, ^fyrntvK t^jk -rvy 

[00 20] — j&5$ [II] -CSSS^ibKn^^/kJl? 

2-bHn^^-3-^tf-^B», 2- 
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SL 2-hFD^fy-3-^f;l/Sl, 

*/oy»4 U*. HlbS Cm T^Sa^b Ho 
^fi^/M^IWi, *Sfc*f* L<(42-b Hodf->«» 
T&4,, itLfeOTbHn^^^dfyWiD-*. L — 
flctJitXD. L-ft«Milfl,j:^*\ D-ft/L-fls 

(^%) #*ft7 5/2 5— ft2 5/7 5WfeH<7)^<0 
iPlffaU*. §£>K*?lfcL<{4, D-flc/L-flc 
%) £*ft6 0/4 0— ft4 0/6 O^lgH^b Kn^y 
tffl'stfViir**. WC#4L<«, D-fls/L-ffc 

( ^z)V% ) 3&*ft5 5/4 5— ft4 5/5 5<7)|gHWb K 

[002 1 ] ^'J 3-/HSfcHR5$ CIO ?iSS*l4b 
Ko^y^M;yli:«M^* (J21T. /'Ja-Ai 

^"A, 7*0>y/ 7*57 b<50MtLT"t «fcV\ 1&£L< 

b Hn^f y^/Ptf >-|£i4 , 1 fcli 2 SJil JiiSHc^SiJ 
-£Tffl fc i ^ . ±|£ ( A ) co^ y n — ;HB»&fls 
fctJ(t*^U 3-A«fcH^C CII] T'^WtN'a 
y^ /l-#>|g t <0#Ij&fcbt4 s ^ 'J 3— 1 0 — 
^7 5^%, SW ; t Fo^fy^/^'ylT^^l^ 
U \ S S> fcff * L < (4 , -/H^'ft 2 0 

-ft7 5^/i// jso^t Hn^^^yirr*** 

!.„ SWWL<!1 7 'J rJ -/HfcWtt 4 0 -ft 
7 0^%, 8§9**b Kn^S^l^tfvKTfc**^ 

*S2,000K100,00 0«fccO#ffl^£>ifL4. if 
S L< (4. MMT%^*#'3, 000K80.000 
<Z>*£-&flrC* 4 . ?f>CiWL<li, S*^^-/* 
^5, 0 0 0H 5 0,0 0 0(7)2tfi-£-flrT#>l>„ 

l/STf&iffll) (4ft 1 ■ 2*»4>ft4. 0##*U>. 
#(cffH L< «, #ttB&W» 1 • 5 *>£>ft3 . 5 cDftfi^- 
tt-cfc*. ±12 (a) ^U3-;net*^*ti. 4«n 
mUi. #MBS6 1-285 2 1 #*mr«e 
t^MtfoTMtl 4 . 

[0 0 2 2] ^VfimtLXtt. L-flc. D-ffcfeitX 
ift.6<Oa^W<?5M*fCt>J:V^ D-flc/L-flc 

5&*ft7 5/2 5— ft2 0/8 OOfgB^&CDj&W 
iU\ $£>Wf?iL<J4. D-Hc/L-flc (^%) 

#ft6 0/4 0— ft2 5/7 S^iEHO^'JfLKT-S) 
4. #CML<(1 D-flc/L-# (*^%) ^'ft5 
5 /4 5 -ft 2 5 / 7 5 <0KH<?5jK U JUT? & 4 . l&tf 
U¥LK(i:. S*^^** 1 1,500K100,00 
Otf>ttH£>fc0>#*?*U>. L< (4, SS¥ 

J^H^i^' 2,000K80,000 ^0|SH<7)^° U ¥LK 
T-&4 . Wfctff* b< SMTi^fJtfi* 10,00 
0—60, 000 (££>taBfiL<Ji:. 1 5, 00 0- 
5 0, 000) cotEH^^ U f LKT"#) & . S , y f L 



RtfWHMEtift 1 . 23&>^ft4 . 0 mm L\\ £ 
L<«4, ffltt&mi ■ 5*»6»3. 50*^t*S„ 

[0023] *»QH«iHBeWfc:4sttft^U 3->HfeK 

(a) fc!jfu?L» (B) i±, mm (A) / 
( b ) -c&bzti&m&it <mm%) tmi 0/9 0- 

ft 9 0 / 1 0 ^lEHT-ffiffl^fLS „ffiL<ii, il-^-Jt 
(**%) A«ft2 0/8 0— ft8 0/2 OiOtgHT'fe 
4. §^>fc»*L<(4. ft3 0/7 0— ft7 0/3 0W 
ffiH"C*4. (A), (B) CDo-hffltLfrcr>mfttf%-? 
%"h t , ( A ) L < (± ( B ) ^£#M-Cfiffl 

y^'fiBWCt^r^. 7"y 3-/Hy»£ffcf3 iViKUIL 
BE<?>*M» ■ Mi^SSEttihTJIft 4 v ^fiffij^fc: i-3"C^§ 

• »ii«o«K«**qa^fcfc, ^t-4^y?LS!<?)^* 

^±i<f4. $>4U4 (A) / (B) T*^§n4ii 
^Jt^/hS < -T4 i i: t J: oTftiBHIH** < /4 i t 

*»r * 4 . itm ?i^-T4 ^° y RKWFi^hs < -r 
4, s>4v^± (a) / (b> -cmtozti&m&u&izz 
<-t&zt tcj; o t < -r 4 i b «> t§ 4 . 

S&fc, J M Cm T'7K$fL4b Kn^fy-^^/S 

[0024] *ftrt*»ttsK'J v-t LT*' 'JUMifc 
WILIS - ^ 'J 3 -;yK4tS^#c ( i:JT . - 7" 'J 

3-;Htt£ttfc«r*-. ) ^fflV>4*i^. ^^?LS// 
yrJ-;Hgffl^J:t (41 0 0/0 — 4 0/6 0 

iffi&L<. 1 0 0/0-4 5/5 5361*5 t>1iZ&&L 
<. t *)hlfl 0 0/0 — 5 0/5 Omit ±IE 
WILIS- /'J 3-;HI^IITO*f I(i 3 , 0 
00-100,000iW4L<. §fcC5,000-8 

0,0 0 0i«Rp(:ftU\ * it . f ls? - / y 3 -;ns 

1.2— ft4.0£«L/ S^lCftl. 5— ft3.5# 
«ffcif * ILffi-/y 3-;Hi^#:«^i ■ fftfe 
3««(4ffi)i!c$) 4 1 J: -5 "C^^ < ^-ft/ 4 *\ 

-JKWt(4^y3-^ffi^** i ffiV^(3t'4i« ■ 
^Jt*, /'J 3-/y^^^fg<-f-^^3b4V^(4^* 

< -T4 ztizx ^xmmmrsi-R< -T4 ^ t #/ 

§4. i£(c. ^U3-/HB4H»*fli<'r4*»ft4V^i* 
^ JIS:/h5 < -T4 i i: C x r>xtkmm^M <ts;t 

tT'i^„ «IBHI(«i«r, l-6#j?, ffSL<(41 
-47&fl) Sf*KttSSiJtt-4(c(4. ±IB<7)ffl^it*3J: 

Jff4U». ±S i<7)mmt& ± US* ^^i^SSH^ 
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Xfo 0 . 3!te±E<0ffljacifc*J J:tfK*¥%iHF**)«H 

[0025] afs^BittfafttSftSSST^*?*. 
^Mfcl^UtJKfcti, 2 0,0 

00, 52,000. 22,000. 9,200. 5,05 
0. 2,950. 1,050. 580. 1 6 2^98jlO 

07h^57^- (GPC) T-SteL^^'JX^-l^VjlL 

sco^sfcit/mffiL^ifcg&v^^ mmt. gp 
-L-33oo ( B±mimm) z&m. mmt lx 

4Hf*Wie*f Itr £ LT G P C MJgfc: J: h »T 

m. A^^comm. mmm. xy-ixm^mm. <- 
xy>! ycomtm) {zk-oxmh-thmnmrchhtz 

»0*m^SJ*t8 i .GPC MJgfc 

J: 4»¥*&$h?*i:*iHByU= i 5»f^fltA« 

p cajgt j -BR^pi&iHyi^tt o.5-^2 m^mm 

ftX'fo&ZtZ^K 04 IXiiiftO. 5f§c0 

[0026] *^Bjftfc(tS?LK-2?"U 3-;Hl-&#; 
f±. fLKt^U=J-;Hg;6^^iEMKK7ka«^ (KM 

B36 1-2852 1-f-) ft-SMi^^M 
-f H^<^S^j&>iJ>tf5ftBi*ffl^JtRK5S^ (Encyclop 
edic Handbook of Biomaterials and Bioengineering P 
art A: Materials, Volume 2, Marcel Dekker, Inc. 199 

( f)V a y h u—)V F ] J V — 

X (J. Controlled Release) , 4 1^. 24 9-2 5 
7 jf. 1 996^) SfflV^ifcfcTlS. ±IS<7)*S 
t iflSStO^ /M«f 5^ A« & *-T S f LIS - U 3 -;H£S 

as 6 1 - 2 s 5 2 1 mkmmm ) -crawsc < wfcs , 

*r5S^fWi^*a<0»3gi£ (Miif. W094/1 55 



8 7^fg#BS) twits*. 4£. IBIIfeH*^ 

^w*sifc: J; ~>x^*mmcD% n-tf^^i-mz lksl 

)VJ\M± (Boehringer Ingelheim KG) frhW&^fiX 

^&i>cr>%m^Xi> 

[00 27] ^*Mifcli*tfXSi: LTf2. TfJlfcTV^E 

iff) . r^ujJBAiHa («l *;^fAa, v?* 
t") twsitm^fts^. -^mj^a** 

-)vmmmx*ib&« ti^rtK >^»4fc(4 

* (M. y?on^j'y, ?do*/i-a, y'^noi? 
h'J?nnx^y, 0±S^S*) . x-x/^ 

(0) J. x-f^x— x/t-. ^fVTnK/l/X-f^f) . It 
mm^x-riv («, lUf/k PS7'^;^) . 5?# 
KK'fiafc* (W. ^>^>. h^xy. df^lxy^) , 
T)Va~)vm (fiJ. ^^y-;i-. x^y-;^) 
fflv^ttSo ^ ft 4 MM'S.wM'u XMa- L "C M V ^> =t 

[0028] 

< . ^iiStt^r^ F t v ^g?4 Jt«-t-^Jg t 

( 1 ) mmo . oi~^io^ mnmcn&m^y 

^K^M&^Ktg. t,t\,Ht (ii) ^IKStt^T^ 
r f - F . £ftc|*tfWBtt;t? U v-fc ± V> 4 l±^<7) 

0j{4. ( i ) **rt*»ttiKu ^-^wmrnm.^-c 

< ) ^t?tt^°^ffi4«i^iOT^*U#WS^t?«t 
^fL-ftii^L^f*. »*IE*»*-r&^ri6, ( 2 ) £fflrg 
tt^.7fFi/-;l±f«S (/ifiL. ;^MM£m< ) . 
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l^al mMzm^&xm. (4) 

«aHt»Mi:^18Ht^r^ F 4 *:J4*eD*g ( fctf L , 
[0029] *$&Wcr>Wm£iZ&^T . m&itft>C0£m 

y mm . m i 2 5 aa% , sf 

* l < «*j 2 — 2 0 mm.% "Chi. a-^a+w ^» 

±fc«*-0>«K>»KW:. ttO. 0 5--*iJ5S* 

#?4L<i4*<70. 2SB411XTa4. ^tlS 
fefi-t «««0jSaE<0«ffl *I4 . £a*S'tt^T^ F ^ i if 

1 0 0 3 0 ] ( 1 ) 7k*m%m 

(-e<0fi**tf) fc£ttrt4MHfeKy 
^onWA, y^onx^y, h^nox^ 

y-tf>\ 1/i/xy, Jfyi^yf) ^Ktrnv^ixh, z 
ti *> im^P&Ti^ LX m v ^X i> =fc v \ , 

Jt^LT6 0%Iill*IiO?§M (M*J4\ T)V3—Am 
Plt^) fcS»M-4*£teldU £arStt^T^F£i§j$ 

F^M££#:rt4Mt?tt*°y 
¥MtLTO/04;£l4W/OX^;]^3 yfc^S. d<7) 

■1. ^avStt^r^ f £wai s-tt-s ~ t («f * t < & 

[003 1 ] ii-Cffl^S^frrtiHUtt^U v-cd*« 
*tJ0 . 5-^7 011%, iWJt<l»l-S6 0 



4. ^Sffitt^Tf-Ktt, JJEO£#ftJW!HfcK 
4;|)3 0mg^50 0mg, ti & L < «*^4 0 m g — 

»4 o o m g fcsfir* i a tcSsJirT h . ">"C , £8JStt 

^iiO/O it(J:W/OX7/ly 3 VCA^ t(iA" 
^ ffiJS ( «, TlVf) U ^KiS ( F U ^ AJtg , ^ U ^ A 

=5rif ) fcoffi) LT«7K. T;Fn-;F 

^ (M. /— x^y— ;f^) . eijyy, i^'y 
^;FT-feFT5F'^) iJh^^^flP-ibi^lijB^ft 

Wl. z t> iz it£fmm^y° * f <r» ^mt&t^mmm 
(M, T)vi-)vm. {x?j~)v, iL9j-)vm) > tc 

y -?~<?y%mmm®mz*^j-rA ^r-hh\ m 
(WkfofottMftx y ~?-cr>mmt,zm-&fmmm 2 - 

»9 0%36*Jff4L<» L< {4*^5-^7 0 

[0032] ijci^-r, f#^ti.^aatt^r^F\ A't 

IS£#0£ffcl^-j!¥tt*° y ( vfiffl ) 

*flS2ffiB«*ffltftfclni, o (iSffl) /w (7jcffl) x 

SHtt{4iSfflf*«(7)^ 1 10, OOOfg, J:D*f4 

L<(2^72fiM>5, OOOfg. «pfcjff4L<lda»5« 
-h»2 , 00 om>t>Wt£ti&. ±K^*ffl+tw?Wfc: 
fflfcjBiTfeJ:^. RJL'fKJWIi, SS^rO/wxv;F^ 

y^)V^fymmm^Xf)V VV4—y (Tween) 8 
0, *y>f— V (Tween) 6 0. Tb7XA'^ 7 '-tt) . 
dfJ^yXfl/yhVyii^ftCHCO-eO, H 
CO-50, Bt^^ 5 ^;FX] sfirif ) . ^ 'J h'-/Fb°c? 
yi*y. sKU t"x;PT/Prj-;F, *;F^>-y^F-fe;F 
n-x. FS^y. -tf^-^y. hT/FayK^rt'^ff 

0.01 1 oa»%coKHT. S t>(zM £ L < (4 
^0.0 5%-»5lt% (w/w) WjEH-CfflV^tL 

So 

[00 3 3 ] ±EeO51.*ffltf>fcaBSEHH0HSMi-C fc 
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« . mm.. ~vima ± t*t u § v ^4^1 h com 
mfoZzz-tfimftiiih* ±M<D^\mT)va-)vm.t lx 

\i. I^JiJf, ^'y-feUy^-fliT^r? 75fc' 
b-/K *i/Vh—)V. 7K~l-;lf«Effi7il3- 
— /k VA-b'h— — /Hp?) 
T^fffiT )V r? — /HBR: t'^tf fe ti £ » Iit^5*>> A 

y*-X. 2-T r ^-^^U*-X*tfO£^«|ffl. 7'H<7 

a. **f. *'5;h-x, vyy-x. v/t^'-x. 7 

Jf^-X?O0«M fc" ^Wfe:fU *>3g«# 

ikbLXli. mm. 7)Vn*)-^>. *7?ft5>, 
yVl-ynygL ^"7; ynyfg&fc'Wff feft£» ^ti 

*aftat*tf38BS£Ewtt 1 / 5 0 5 f&, #m L < li 

[oo34] nmmmzm^mrnn. wsHmrmz 
&<oxftoz.kifiT*&. mm. ru^mmwmh 

h \ b'TMff ME 

■T-tJV bffc%tl&c\bi>$>& ) U5&iMME& S v toS 3 * 

tUll ^IJx(i\ 7>-l-iK 7^1-7\. 7*^-7 

mm<F>?yn?mti: x&wr$>ti& jwl< J4v y- 
[0035] ttz. mmmm. osmxhtvg. mmr 

-f y n77 -r T4»?)*4H3 J: tffflSJg&^l&^fT -?T 
hkVK zcoms. *?tL<t4»fri 0~20 < c«#ia 



- y" y n - /l/il^-ft £ ffl v ^ 4 tz i 4 * « 4> Pal * X?' 7 

mm. ffiKii 4»iB^5x(^iM£jaji'f'iBDa 

?SB*P H 1{i: v y ux 7 4 b'lzjzixmft&hco 
co. -I»Cli7>f?n^7 ^ TS*3W5r£wiaKt31 
Ufcft, *^ 1 2^~fe 1 6 8ff#ra^Wt L < . S fefc 

UK 

[0036] (in fflftmm 

*tl:i-5t7-i ^nx7^r*$Bit4t&tll flu 

te ( 1 ) ^?j<*^ffitiaKt^?«itc3T-fe;K<-^ 

3 ^SMfFTtt^ fclni."Cv>f 7n77-( T£#ftti. 

0.0 l~fil,0 0 0mitai,„ §fe«fSL< 
(i» 0 . 0 5 -Hfo 5 0 0 im^M^tih o L < 

{4^0. 1—^2 0 Of&&»fegtf*l.-&. 

* * fc^ttiW^cO^-^^T'^^^Mffi^ y £ 

y, n-^y^y^b'tm^^ti^. ztit>&2mmj. 
±m& l x mm l x t> i ^ . ^ co ± a 1 1 -c # fe 

s . «> l < {4fltjiB ( 1 ) coAi^mmxmmt mrnco^- 

[0037] din mm&mm 
^izx^x-?^ tux? ^ r*i8irt-ft*&fcii. tu 

IB ( 1 ) <?5*tfi(aiffit:£«ILfciSffl*yx/p*fflv^ 

l . sat ffli*p B irttcmsikf«a^^*s^«^»%$ 
■a-, ?nxy ATzmmfh, msx*)VbLx\m 

tffo&« zcom. Smxhiriimii ( I ) 

xtmb nm>WsK9ti»*fi'> fzmzmnnm. $ fe 
<^w»fc U7^dx7 Tcommm ( 1 ) <o**i6 
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^SrVf^nx:?^ TtoMjtffi ( I ) cr^tpmmm-c-iz 
MS3£SLTi>4l^ 

[0038] 7-f?OX7^7^I.^M?i?-ll *<7) 
J4TOl*L ffcT. Il£§&£'^&lffiiJ4*:«4ffift,i^ 

^a^Sr4MfeSiJ (M. Tween8 0, HCO-6 0f«S 
®*£tt;¥J . t t/u n yifct- F D ^ A , # f-rt' 
77Mf>fSW-F U^A^^^t*) , 

if) , mW&M (Ms feft-J-FyTA, vy-b-/K 
Y>Fb"F-/K TT^It, ro'jy^rif) *kftt*fi 

14. l»IWJk L"CflSm^**^t=(i"tfl54rtfcflE, 31 
M&mEttWBKtoMS 4 < » «*tr, 

LTt^O. l-300jKm f)ffla#W iff* 

L<{4, m — 15 0jw «0«B<0 3 p:%fi7ffiT k &4. 
§ Steffi L<J4. 82- 1 OOmi ^OTW&Htf 

mm? h TfS . BEFKfl & SSJirt- S 7f3;^W 4 
[0 0 39] #»IMMKCfclvC,. V^^C7X7^Tt 

a. i flosfft i mnm&rz r-***^-* 
i-i^aastt^rf-p) *fflv^»^-. as^o. 01 

-Htfrl 0 ju m WifflfStt^T f - F <7jf»3:; ^KffiiJ 4 



Mtt4.° y 1 s^Lts^aiStt^r^ f w«*B3B 
*-%^hWk<?r?A 7x1X7 * T^mmmx o t^a 

iStt^T-f F §r v>f ^ ox 7 >r T4ifciSS&^t'K D 3= 

[0040] , -A^KtS^ffML#l>JS»4S^ 
2ffllil±*t-|»^MvStt^7^ F t jUSI^^^^^/P 

F . ^°^r®4Jt{4^0JBi54t>**#:^«tt^ 
Uv-«=#*^ffM§tL7tll«(.:Mffl : 5ra^#:4^{4 

5BW:a*r&S^LT— frfc«r-jTVxfUf J:< , iElS. K 

TfciU. ^fL^H^ffMLa-l)ffi-^*^4a 

jfflR«ttJB (MiK, ^M«ffi) tMil^tS^M: 

frtS^WOv^f 7n77^ r+ovc^EM/^aiStt 
^T^FcO^^Jrt*^ fi!*&Tl#^fLl>v-f i?crX7 -f 
T^T'-^SvSe^Tif- F ^ MBfciJ (4 h J t^M/ 
&mm^T^ F eo* ;kJt 4 0 BH t j&H^Jn S v ^ f: v 

WSt8i^U|,7>f?Da7 -f TtfO^Tf- F t li 

ttv-^ ?D77^ T(4±avStt^T^ F ^«-^*t?#* 
LTioOs ^J*^cr.*iIvStt^.r^-Fco»l4(4. 4 

[004 1 ] tttoh. *^B(±. ( 1 ) ?4@*^0 . 0 
1 — 1 0 p. m <7)±fiv£tt^7°^ F W N^SStfifc 4 

(A) , fcitX (2) 4iilv£tt^T^F\ J^mttili 

(B) £ffiflW-!> * iix^»»:ttv-<^nX7^T 

( a ) a xv- ( b ) {jv^i^Lfc . ^ase^r^ f i t 

0. l—*^0. S^/P. 4 DS?4 L<Si*^J0 . 2 — 0. 
8^/l4MT\ l?^^*f4L<(4*tJ0. 3 — 0. 7tM 

co#Stttv-^i?nX7^T (A) fcfev^T. ^avStt^ 
Tf-K, ^ 0; &Kfe4V'**rt»[4^y-7-i: LT{4, 

^Ft LTJ4. A"tli:S^«Lff^Slfii^ft 

s^a^e^7°f-F* i *ftL<. i^aea^i 
flrrrs^JiiStt^rf-H^jfjiT**. 4^. 

C I b] t'SSill. L H - R H 7 d'-X b i« J L < . 
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aawssatwi nz^n-it^mc ■. 5-0x0- Pro- hi 

s-Trp- Ser-Tyr-D Leu-Leu-Arg- Pro-NH- 

c 2 H 5 t^ii^-<7)iM (01, mmm 
usiij&sjiarc**. *ku«jw>*^ m*r%#r* 

i: LTJi. Wli.(f . 1 0, 0 0 0 — 60, OOO* 5 ^ 
L<. WfC 1 5, 0 0 0—50, OOOiSffitib 
S. a-bHo#^*/l^jKy|tt^*«*^. fLScfc^' 
U3-/l«i:i0ffl^tfci: LTf±. M£f£, 100/0- 
4 0/60 (^/k%) #*f*Uv, fi^rtt^MM^ 

fit LT(2. 5,000-80,000»i 
[0042] *5|HJ«0^ftttV-f ?nX7 4 T ( A) fc 

ft s ^sfStt^r^- f w * ^Ewaafiffii . as8 

0. 0 1— 81 O^tm, Mi L<i±80 . 02-»5^ 
m. %t>l l ZlffiL<imo. 0 2-fi4A(mTi)5.* 
%#^&&Sd4W ?nX7-f7 (A) t&UT. MS. 
^SvStt^Tf - F 1 =E/W=*t UT-'^Kfift 0 . 8 
OT, #?4L<(±80. 1-0. 8^k §^«?4L 
<{±80. 2-80. fCffiKll^O. 3 

-80. T^A^W^TS^rSrt.*. *f|HJ!^f£$Ctt^ 
^0X7^7 (A) ttJJt&^ffitt^-f-H. 

mi fcti*<o*ts ±# £ttrt4M*tt# u v-cosa-^-a 
■zmznLT. as8i 5M%ja_t. titL<imi 

5-8 511%, «t 0£F4 L<ii82 0-&8 01I 
%. S<5>fc»4t<J4tt2 0~5 0ffll«T*4. W 
£ . 4iJivStt^.7°^ F j&* 5 -oxo- Pro-His-Trp-Se 
r-Tyr-D Leu-Leu-Arg- Pro-NH-C 2 H 5 ^^t±^ 

wis (®l. BHR£) -cfc**^ K^siStt^r* f« 
-irw*«i , if a l < (±8 i 5 3 o &m%~c$> s . * 
f&HJico&MtW 7nX7^7(A) ti3ftS^K4 

T. MS80. l-825S:ft%. #?4 L<i±80. 5 
-81 50%, 8i5.lcff4KI4«l-ftlOll% 
#*Wtf>tftttttv-f ?n*7-fr (A) fcfctt 
S§2®S14^7°f- Hw^lKaco^MJi. v^f^n^ 
7^7^«:»Lt, 1^1 5 (t/tfifil 5. 1) 
— »9 511%, *f4L<t2820— »9 011%TS) 
4. *f6agco^attv>f 7n7,7-f7 (A) CfcJt** 
*P«i4MBtt#Uv-<0***li. v^o7,7i7^* 
Cl*fLT. 3S81 5-88 5SM%. #?4L<(±83 
0-*6 0ll%t*4. *Wm%W£? 4 9X1X7 

-(7 (a) (ctNvc. as. ^aatt^Tf-Htf^R 

t Jfi£ JBtfc LT ^ S — at<04affitt^7"f - K 
[0043] ^WWY&m&T?49uX-7 i T ( B ) fc 



LU. &j/Cfc. — JKst [ I a] t«§llSLH-RH 

7y^3'-xi»iL<, Wfc. aaWN&UKWifc: 

TJ2. a-bFn*^;^tf>ffilti^^l?4L<. «r 
tc. ?LK-^U3-^BEa^***»a"CfcS. ?LItt/ 

v3—/umk<viBmtki,xii. 1 oo/o- 

4 0/6 0 (^;k%) i fi^rftwSS^ir 

r*t LTJi. 5,0 0 0—8 0,0 0 0»4 

U\ *W%<nmtf£~?4 7uX7 <t T ( B ) tfcttS 

^ajstt^rf-Hw^eaac^sti. as8o. 01 

— 81 O/im, #4 L<<±80. 02-85xjm, 

(cif 4 1 < fig; o . 02 — *^4 w mt* s . *$mpy& 
mw?ox7^7 (b> tcfc^T. as, ±wm 
*<y°-f- F l ^fcW LT^^mittO . s^^jar. *f 

*L<ii*lJ0. 1-0. 8^/K $6fcif4U<(4» 
0. 2-80. 8^. WfcJfiKiil&O. 3-8 
0. 7^;^f'J^rT-#*$ix-S.„ 
[0044] *^0JJco^ffl:ttv-( ;oX7^7(B){; 
tj (t S tlStt^rf H . ^ tqeH 4 >t ji-e wstj j: ^ 

mi,z i -3 T S^r "9 . a Jt FJf MiO^agftS *J J: XMm&m 

x7^7^wlt, as^i 5sa%m±. mt 

<iiftl5-8 51i%, i L<«82 0-88 

ofiM%. §6(:jffiL<ii83 0-80il%, qffc 
»t L< (±84 0-8 0Sf%f*l,„ *»BBO|fefttt 
W^nXTMT (B) (^itS^^K4^(±^<7)^cO 

T^*fc«LT. MS80. 1-825S*%. 
SL<(i80. 5-81 5M%, 36lciJ4L<li*& 
1-810 «*%TJ> S . *»WW«aitttv ^DX7 
i" T ( B ) fctJ(t*^ftrt4M»tt!K!;v-^*J||i, 

f\ /^Rifcii-toftts ±tx*#rtij- 

»14tr U -?-cr>EJgcr>mt LTOV^f ? P7 7 T^:#: 
t*fLT. aS8l 5-88 5Si%. ffiL<li83 

o-86 oit%ts>s. *wR<mm±~?4 7X1X7 

<T (B) fcfe^T, aS. 4iavStt^7^F'{±v^M 
4 fc«-t<0«ts i tJf iftcrtiMPFtt *° U f: 3 ^coiS 

s^mi&cr>nm±, mwK&e%tf&b&w±'?4 ?ux 

DX7 -f TWBtB (Wit) 2rS/H««IIS LTf JJSt" 
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[0045] *«^<^«afctt^>f ;nx7^ rut, #a 

"f/K 4\ lc. A. ~?>7X. 7 7l. ^-9"^) 

^ilffiStt^Tf- Ktf5 1 EISA D^&Jf-MA LT(i s f^J 
52. &A1A (ftl50kg^U) yffc 0*^0. 0 0 

1 mg~~ 1 0 0«g/1tgfl«O||H**feJOaU!i fc* 1 "?* 
4 . § 6 Kjff 4 L < U$J 0 . 0 1 mg— 5 0 mg/kg#;a<7) 
tSH* 1 '/ L < IWJ 0 . 0 5ing— 1 0 mg/kgfls 

[0046] i 0 JWfrWcfi. 1uii^-JK^ [ 1 a) f 

b ] T"**)§^4 LH-RHT h £4ifKStt^T 

m, =Fm^am. ?n®m, =?mmm, w&m& 
m, fim, mmm, rvsmtm, wfrjww.mwti, 
«tt*fiffiajfliffi, aus, ff^, Jtii?*ym, mvm 
feffi, £fse«ttiii, ^shs^vttyy^M, # 
MWi, ipm^e, Mitffit*, £»mtm&m, 
*bmmsm, >t^mm, wm, zmmmm, mi, 
m&mmm, mMz&w&mmmm%, z*o <r 
. amis (fij. M^ttisi^e) , mmfcit^LS 

£0. SBf, ^SluffiiSSI (PMS) crymmmotztbco 

mm. (ivfj fflm^t't lt. wt, itr* 

»ffil*l»Jti)^ #?4L<(i. fiScAlA^ 
it 0*90 . 0 0 5mg— 1 Omg/kgfaMCDmmfr&WM. 
jg-fc-I S^«f4L<(i. *^0.02mg~ 

m 5 mg/kg#cS^IEH£ 1 jSSS^i £ b # & . 1 HI 

j£Al ASfcOff* t<{±. *^0. 0 0 5mg-5 Omg/k 
< ti#*J 0 . 0 2mg~3 0 ittg/kgfam<r)mMfr^M3MM 

z b WTZ h . Kmt= 10. li^ti 

0. ft h v Ci0f. iarefc S 



r§ h . 

[0047] 

[HJfiWIl] N-(S)-2-ff7tFD7D^f^-G 
ly-D 2Nal-D4ClPhe-D 3 Pal - Ser- N MeT 
yr — DLys (Nic) — Leu— Lys ( Nisp) — Pro — D A 
laN H 2 (JEIT. ■ffc^BfAtiM-ft) Wpfgi^ (TAP 

as ) 9 7 2«fcM(-/'j3 -;H££*&#; ( ILK/ 

^ 'j n -/hk = so/so ( ^ a-% ) . mmrmfcHk 

6,150. aT%iHPM2 ,40 0. 5f3SHlJ£*fc:J: ■§> 

st^FJ^f ji 2,300. mmmnmm ) 1 o 4 0 mg 

b*i?7riX3*?>3w\\ l zmmLtMliZ. a"«i o 0 
■gfcJfflBLfcK" 'J ityi.l ml ^JniT ( iS)DA"tI/ 

■fk^A^^jto. 5 ) , /My*^y/-r-f--c6 0# 

^j/3>-^ 1 W 1 8'CtC|i|ffiL 

T V ^ 5 b 0 . 1 U b-^/l- 

(EG- 4 0. B^fife-fb^M) *?§^4 0 
OmltftaAL. ^-h/I^S^ff-^ffl^. 7, 
OOOrpm rS/0/WX7;l/y 3 yi:lt. ;«S/ 

^ iWB*Hfl:S*fc». S^^SfS ( 0 

5 P R- 2 2 . BiLMfm ) SrfflV^T 2,00 Orpm T" 

(Dmxmz 9 0.2 %T\ n^r-fe^tf^b'^Hj 

A-^-Mfc i W ^^/^•^•ftA^7l-J:t{d:^il-? , tl 3 8 . 
611%, 0.4 9T*-)fc. 
[0048] 

mmm 2 ] 1 * oajg-^u =j-;uk4±*s* 

^?LK//'J^-/^=5 0/5 0 . SM¥ 

%^fi 10,100. jRTi^FJl3 ,72 0. 
Site i S 3RT*WHP* 3,500 mim-y V 3 

tz . £ (7)it<7)?3s!jD; ^^E K/'ft'ntt A ^E^Hbii 0 . 5 -£"$> 

-5^!o v-Y ^n^7°-fe;utf / v^t;^A«SfA*(i9 
1.8% -c. v>f ^o*r-fe^tt»iofl:-&*A*»tiJ: 
^^s/^ftA^r;i^jtJi-?-ft.-ffL3 9. 2mm.%, 

0. 5 lT-fc-o7t> 
[0049] 

[%tfcM3 ] %tfe9f i ^mim-yu zi~)vmm.^w 

*Sa//'j3-A«=5 0/5 0 (^1-%) . fiM^F 
1 2,7 00. S¥±^/M4 ,780. ASS 
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fcofc. v>f ?u#T^/M>^^fc^A«ttA*ii8 
9.9%?, v>f ^n^r-fe^tfxo-ft-^ftA-^atJiwf 
->^MXit^A^Htl±^fl^fl3 8 . 4fii%, 0 . 
5 3 fife -> St. 

[ SgJfc0!l4 ] HJfeM 1 4i W^Kifc J: t^f U /y S2r 
2 0 Omgt 5m\lzZti^ti3£W.LtzWHmmm3 km 

/IkS^A-^iHtti 1 . O-Cfcofc. V'f ^cr^r-te/k 
*^-ffc£WA<3£JA4Mi9 4 • 1 %T\ -?A 7n%T 
■fe/M*»o>ffc&*i a -fct is ± W ^St/k^tt A^/ktfcfi 

-en.-pfL3 8. 311%, 0. 6 3T*£>-3?t 5 
[00 50] 

[St»«5 ] ^ftA^pfgfS (TAPftl) 9 7 2mg 

5 0/50 ( ^&/y% ) , 1 2,700, 

» 3 F^4Hr*4 ,780, J1W 
M4, 9 0 0, SOtMSlXlplM) 1 0 4 0mgt£r/y'n 
n^?y4mKc^f$L3tS£, ^tlyflU^A 1 

1 2ig*j«BL,fcise*o. 9mis:jDi.T (aanyv&a 

/fl^^A^EA-JtO. 5 ) , /hffitf^-Mlf-T"6 0 
jfWBSMfcfi^U s/owyyav (4fctiw/o 

— ;p#*o. iM*%^'Jb— ;pt;P3-;u (eg- 4 

0, #»SK4 0 0«l<f»K8EAU 

t>S^S^ft-^i^\ 7,0 0 Orpin tS/O/ 

wx7;i/y 3 yi LJt. <reDS/o/wx-77i^- g y£ 
SfflT 3 B#r»f Uy7nn^^ y tiWkS*, ?iffl 
*E9ftS«fc«, S^ffiit ( 0 5 P R- 2 2 , B±M 
fB9r) 2,00 OrpmT-JtmL^. Ztl&WVM 

>f ^n^T-fe;P4i^<7)-ft;-^-!HlA<7)ffA^{i8 9. 8% 
it^ty A ^ /kfcfcii ^tL^'tL 3 8.4 sa% , 0 . 5 6 tr* 
[00 5 1 ] 

[ xttei 6 ] mmm 5 4^?lis- ^ y a -/mk^s-^* 

^?LM/^"'J3— /Hg=6 5/3 5 (^4-%) , SST 

1 2,500, R¥%fl«4 ,170, 
SSMfciSIPP^fl*^ , 0 0 o^fLS-^'J 
K^a^rfrt^S t , ^ cjw * y*& 4 . 5ml fcSE 

fife . £ 0>R<z>SSJii/ TOifc/ffc^WA =e /kfcfti 0.5? 



9. 6%?, v-f ^a^r-fe;Kt»fXE^WA-ft»tJ 
^°^IS/^^A^/^fc(±^n.^n3 8 . 3SM%, 0 . 
5 7 ~Ch -o tz o 
[0052] 

] ^•^BJACOSBES ( TAPftS) 4.06 
g fcSH- / f 3 -/yi?fta^#; ( ?L8fi// 'J ^ ->H* 
= 5 0/5 0 (E/y%) , tl¥fe-fr?fl 1 2,7 0 
0 , SW%^*4 ,780, -m&MSiZ X 
4^F*4 ,900, fP^MSIItS) 4gt^y7on 
y< ? y l 6 ml t38j|f LJtSSt, J^WliH- h'JWO. 

4 5 g &»J»tfcaKW*3 . 6 ml SrjD^T (aStt/^K 
/fl:£*A*/WtO. 5 ) , /M^y't-ff-t6 0 
fMa?MfcH#U s/o^x^y- y 3 y ( i fcliw/o 
i7;iy 3 y) *#7t 0 rwtx^yy 3 y£ 1 8°a,z 

iSifiLfzW:. ftbl 8°Ct,ZMWLX&Wz5%~?y~ h 

—jv&m o . i mm. %i$ y \z->vT>vn ~>v (eg-4 

0, B^mmm) ?mm 1 6 o omi^(caAL, ^ 

-b"yM^^5^-*f-^fflV\ 7 , 0 0 Orpm T'-S/O 
/WlY^ygytU. i«S/0/Wl7^ygy 
£ ^ST" 3 BtreTO* Uy7nn^^yj»i§f. ifi 
ffl*BHtS*t«, St'MMtS ( 0 5 PR- 2 2 , 
RfKBf ) Sr fflv 2 , 0 0 0 rpm-Cff M Ltz . Zti^mf 

^<7)f£, 4 0 'C ^'HfSff tff 9 6 B#ra1«J±^S Lfc . # 
^n./t¥%&S2 2 m«7-i ? O^T-fe^^O-fl:^- 

&m A-^Mfe =t m/ik&m A^jwm ^<ia4 

1 . 011%, 0 . 5 2T$>-otz. 
[0053] 

[HJ5£#|8] NAc-D2Nal-D4ClPhe-D3Pal 

- Ser-NMeTyr-D Lys ( Nic)-Leu- Lys (Nisp) 

— Pro— D AlaNH 2 (OT, fll^fljB fcfjr^ft ) 

KiS (TAPftS) 2 gtfLig-/'J3-^K4±S^#: 
(fLffi//'J 3-/1-^=5 0/5 0 , S*¥ 

1 2,7 00, ifc¥%*^M4 ,780, 
Sfit i S3R¥%^fi4 ,900, 

tlU^AO. 2 2 4 g^JfWL^®7j<l • 8ml 

T»»L3tasJa^° ; EK/-fb^B^;Pj:tO. 5 ) , /JnM 

y 3 y (^/iiiw/ox7;i/y 3 y) i^tx 
^y 3 y^ 1 8°C^^aL^f*, fftl 8 0 CCc|)l|SfiL 
T v ^ 5 1 — jv%^ o . i u 
r;u3-;i- (eg-4 o, B^rtE-ft^H) *Mso 
Omltf^ftAL, ^-fySxh^&S^— £fflv\ 7, 
0 0 Orpm T-S/O/WX-V/l^ayi: Lfc. ^^S/ 
Q/WX7/ky 3 y%mi&T3mffli$ffiLX 
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5PR-22. BilHWr) SrfflV^f 2,00 Orpm X' 

y-tMi'jrtKDm&At* tut xntmrn. mmm& lx 

m^b LX%hixtz. ~?A ^n*T-te^^Wlt^B 
SD^A*{±9 8. 9%X\ -?-f ^n^rT-fe/Utf O-fk-^J 
B-MltJ j:^^ffi/-fk^*B^;kJt{4mm4 3 . 
611%, 0. 5 2X-fo-?£z<. 
[00 54] 

[SlJ£#!l9 ] fc£*Atf>!M»tt (TAPttl) 1.01 
2 g fc h U ^ A 0 . 1 1 2 g ( iiMlJ^it/ 

-ffc^ft A^E/kit 0.5) t £y * 7 — ;P 6 ml tz&Rf Lfc 

S= 5 0/5 0 . fii^^Ml 8,7 0 

o . rt%$hf*6 , i8o. tt&mg&izx hwpm 
#tt6, ooo. mmmjimm) 0.47 wl 

*UT(eHtfc», 7 5^m £rrfc»#ufc. »*i/c 

(3, 0 0 Orpm) £frV\ ffiiSM^&^Lfc, 

AWi 94.4 %x\ mm^<7)it^m^m.a xw* 

^m/it^A^)Vm±^fl^K5 6 . 5Si%, 0 . 6 
OT^-sfc 
[00 5 5] 

[HJtCTl 0] fl^)Ac«Ki£ (TAPtfi) 0.5 
0 6 g t^^m^f- b V ^A 0 . 0 5 6 g (Ssfliy^Bi 
/•fk^A^/kibO. 5 ) tSry^y-;k3mUc?§fi|t 

5 0/5 0 (^e;p%) . nm&i&frtti 2 , 7 
0 0 , »pP%SHf *4 ,780. *S*£Sfc i 

±^^*4 ,900. mymmnmm) o.o56g^ 

JB Lfc /^ DO^ ? y 6 ml £ flUiT^— *8JR£f§fc . 

a- ? U -x ff r *: v - ? -T'^rtS^iE* 

xfttzM.fttzmism'SMzftmm. § 

(3, 0 0 Orpm) fcfrV\ jttflSSIt&&j£i»Lfc. ffl* 

A*fi9 4. 6%T*. «»*4>^-&«A-ft«tJ«tW« 
tiS/-fk^A^;Wbtt^a^n7 5 . 7*1%. 0 . 6 

[00 56] 

[ JfcKt&J 1 ] 9.422 5 gtfXb^HJAfiOlfflHS^JfflB 

Lfc*sM£. 1.942 gw^K£S&#Lfc#Btffc; 
-^A^/ktbl . 0 ) . -mmt Ltft^ftA<v^ 



^*4J«^ 0; £K/^k^A^Mb(i 1.08T4-3 

fc. 

[Jt«M2 ] 5 4 . 0 3m&(7)^m^i- h V ^AJ5g£}g 
W Ufc**SEte2 3 5 . 5ig<9te£4&AC0PBS6£&i¥ 

Lfc*»a*aBrF8rF l < ^k/^^a ^ 
jti . 0 ) . mmt LT-ffc^»Atfv*Eii»£#fc. 

»i»^iW^*^^<0*T«H|t«. 8*116* Lfc. 
H P L C T-^timSrSfi LfciBS. WBflSWR*^ 
^K/ftl^A^Wtti 1 . 1 
[0057] 

[Jt*5EM3 ] 2 7 . 0 2mgc7V^BSZ/ h U ^Alg£ig 
JBLfc***te2 4 5 . 2ig«9rt:£*A«ffi«*fcS» 
L fz 7fq§M £ jSJfTaST L (Jfiffly'PER/f&aWA^ 
J:b0. 5 ) . it^fet LT^k^AW^KlS2r#^„ 

hplc T'/ixm^ Litis*, ntmmm^ 
^m/it^m^)vmt 1 . 2 6t*->fc. 

[Jt«^J4 ] ^-fk-^lAW^BrJS^^L. 

>f ^ r-fe^*H« L>t . f Lit - / U a -;i-Kftfi^ 
fl£ (¥LK/^"U3-/H§=5 0/5 0 (^U%) . Si 
1 2,700. Ife¥te)^*4 , 780.*S 
SSStC «t SiW*fl4 ,500) 1 . 0 4 g 
nny ^ > 4 ml t3gJB Lfc»fcfl:^ftiA W **WZ ( ^ ^° 
; effi/'fk-^liA^;i'tb l . o 8 ) £tuz- . /JnM*^ > > '-^ 
A ■•f'— T'fL-fkL-T s/o-f x^<>'^- h yfcL, ;<7)tx 

f}T->z}V^%fz a -? A ^n^T-feyl/^^k^A^ 
5%i:ffifflT. v>f ;n*7t;l>ft0f^ftA 

v^Bt/-fk^-ftA^ ;ujt<i i.i2 tmxmt mmrt> 
■ofzztfr^, it^Ai±^mm<Dttx-?A 

[00 58] 

[JtK^J5 ] ntfe#!l i »fw?*R4J ive >J i/>%mv^ 
%b^rzwvmm\3bmmizLx-?A7uii7°*i)vit 

1 . 1 %X\ -7 A 9V3^T^)V^C0it^A^mi 1 8 . 
5SM%T"&-5 7/ 

[Jt«W6] 1 0 8. 0 6mgW^S^'/h U^AJtlS- 
?M?L^7]c^ffi^2 2 1 . 4mg^k-^lB^p®iSSri§ 

» & jBBTFSTF L ( *=m/tt&m B t 

^Jt2 . o ) . itISftt LT-ffc^ftB W^WKSW 
fc. ^^>afc?*^iftSA3iMO*T^^. »iS^st 

^1B1S8 6. 7%fc LTffm^?>t. «tltttt» 
^W^K/-fk^B^/ki:b(± 1.1 lTft-jfc, 
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[00 59] 

immmi ] siifeMi~7T-#^^#v-f^n^r-fe 

— 7 5/<m fc^t^t«0^6mgSr^^0. 5 ml CO 

ftWM (0.2 5mgm;^ d f^^;i'-fe;Pn-x, o. 

SmgCDJtf'J V/I^.— h8 0, 2 5mg«-7y^J — 

waKTt 2 2 G&ittraaj?- . &#f*5 >y h an 

[0060] 

mi ] 







2M 


3M 


4S 


3SIMU 


46% 


22% 


14% 


1 0% 




56% 


21% 


16% 


13% 




63% 


35% 


19% 


1 2% 




5 1% 


35% 


2 0% 


15% 




6 3% 


33% 


16% 


9% 




6 3% 


36% 


2 1% 


12% 




6 7% 


2 8% 


2 2% 


5% 


JfcHWI 1 


4 0% 


1 8% 


1 3% 


4% 


[0061] 



[HtfeWll 1 ] 5-oxo-Pro-His-Trp-Ser- Tyr- 
DLeu-Leu-Arg-Pro-NH-C 2 H 5 ^PKtg 

(ssHSSHaaiaL vxrtt&mctm-h) soomg 

* iM? L^HS* 0 . 4 5 ml fcuK U ¥ LiS ( 
150, 0 0 0, IPFJ&JHM^ 5 , 0 00. ^Tfclfc^ 
K) 1 800^y7nn^^y7. 5iltejfflJ?LfcME 
* JniT/jNas* * ^4* if— T 6 o #r B l¥L«£LT . 

W/OXV/l/yaytL^t, ;fflW/OlUy 3 y 
tcv n 0; E W. is-f h V ^ A 8 5 rag £ L £ ^ ^ y — /l- 0 . 
8 5miajDi.T/hM^ ; £^-f 4" if— T"SS6 O&fel^ 
U S/Ot^^^aySr^. ^ifX^yvgy 
* 1 8°C^ai Lfcft, W 1 SXJfclWfLTtSlVfc 5 

h— ;^*o. iiia%^'jb"-^r;i^rj-/i- 

( eg— 4 o s B^mt^m ) *»»4 o o wiipzm 

AU ^-t^^S^ft-ifflW 7, 000 rp 
mt'S/0/WX?;l/y 3 ykLt. ;«s/o/wx 
a y SrM^T' 3 B*r a 1Mff tT on x 9~y^m 

I5££^. i*fi£H'fcS-frjfc«L ( 0 5PR- 

2 2 , BSM^r) SrfflWt 2 , 0 0 0 r P mfffSL 

i: LTf#£>*ut<, v4 ^u^y-^jv^co-ft^sccom 



*&±tf^K/fl;^C^Jfcl4*:ft.W 18.2* 

s%. o. 5 0tr*ofc. 

[0062] 

[Hffeffil l 2 ] HfifeM l l USJI*a» s F%4HP 
Ml 7 , 0 0 0. 8PF%JJ-?*5 ,000. *S*te* 
izi& 5 , 5 0 0 CD # U ¥L@t ( *3tM^I 

SS) 1 5 00mgt, y^nn^?yiJ8mlt, 

( 1 . 1 mi ) (;fftfiiMLf;J-W(iWgM 1 1 1 H 

■^*7)-fti^Ci7)fjfA*{49 2. 8%T\ W?U#T-fe 
Wil2 1. 9ffi«%. 0. 7 8tl)ot. 

[ hmm i 3 ] * ts* c i o o o mg a mm l tzmg*. 

0 . 9ml t^UfLK (8*^^*2 4 ,3 00. jfipp 
W17 .79 0. *ffi£5£M^ «fc 8. 
0 0 0. fn^M^I^S) 3 6 0 Omga^'^Dcry^y 
8 ml C jgjf LfcflSSrfltJxT 'hM* =E a**- 4" if — "C 6 0 # 

OXV/l-y g yfcA-^l^f h ij </A 2 0 4«$:I»L 
tz* 9 J —IV 2 ml jDi.T/J^*: * i^'-f -f if -TUflf 6 

ftl 8°CtlM8iiLTfcv>3t5%-7y— 1 — )V^0. 1 
U b--^r;k3-;k ( E G - 4 o . u*sm\L 

*?§?S8 0 0ml4>^aAL. ^-t>I*tSJf 
if— afflVV 7,00 Orpoi tO/WXV^y g V t L 
tz . <T cJO O /WI7^ >- g y SrMiflT" 3 B§HJS# LT V s 

fitS (0 5PR-22. HiWWf) JI^t2,0 0 
Orpm TflKfeLfc. iiiaHtAMyWc^S. 

fxm<n~?4 ^n^y'-^tv^^coit-^sccoiiX^lil 0 
o. 0%-c. ^u^r^nv^coit^c-^mn^if 

^^W./it^C^)Vm±^iX^ti2 0 . 911%. 
0. 5 7~Cfo~>1z. 
[0063] 

[HMM 1 4 ] 1 3 4^;t° U?LBltfi»T%4HF 

140,000. jBc 3 F%3H i a2 6,70 OiO^UfLK 

i^Mt^m) ^^ooy^>-m2r9mlfc^fL^fL 
SSEUfcJJWIiWtW l 3 fc H»fc:tT#fc9rfi»«S- 
fflV^T . jaiT^diWI 1 3 i: |H]«cO|*ffT"V-< ^ cr^T-fe 

10 0. 3%T". V-f ^Q^T-tr^^fO-f^lJC-i-S^ 

j:T/y^H/-n;^ftc^n'ttJi-t*i.-esh.2 l . OHM. 
[HM^Jl 5] *r'J¥LK*. y^nn^j'yi. yt*» 
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Omg, 10ml. 1 3 Omgfcitfl . 3mHc^MLTf#^ 

-4 ?n#THr/P^«4t^C</)ffA*fi 10 0. 0% 
£WC ^jWfcli^JvWL 16.4 S*% , 0 . 3 9 "Cft 
[JtKW7 ] HSfeM 1 1 tf^^K^t- h U ^ 

y^sMSj^L^o/sjajWdjatwi 1 tmmiz 
/u^w-f^ii^-Mti 7 . 7 mm.% t fiv ^frcs> -> £ . 

[0064] 

2 9 3 6. 5 mg^^ftC £ L,7t*i#*jg 
£8B¥T, iSTL (jSJB/^K/^t-^fliC^itO. 

jzm&Azxrdtmk. mmmskLtz . hplc -em^ 



^@ 1 0 a* m W^^KtS^-ft^C^UffiW 1 1 1 MR 
[J£$x^J9 ] HSfe^J l 2 4w^®^- h 'J ^j»ams 

TmrnzmmLZfr-itimmmnM 1 2 1 rone lt 
v-f ^nx?r-fe/i-^f#7t 0 f§*3*i7"r?-4 ?n#:r-fe/w 
^fc£*tr*« 11.3 M»% t ffiv MiT* o ft: . 
[0065] 

-7-4 9 ox y a T ZWfcth £ t & . 



(5D int. ci. s iisijie-t 

A 6 1 K 38/22 

38/11 AC J 

38/27 ACZ 

38/24 

38/35 

47/46 



F I 

A 6 1 K 37/30 
37/32 
37/34 
37/36 
37/38 
37/40 



ACL 

AC J 
ACZ 
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